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(57) Abstract 

Remedies for efficaciously preventing or ameliorating diseases in association with vascular function anomaly relating to insulin 
resistance. These remedies contain as the active ingredient compounds represented by general formula (I) or pharmaceutical^ acceptable 
salts thereof, wherein R 1 and R 2 represent each hydrogen, or R 1 and R 2 form together a single bond; and R 3 represents - 
CH(OH)CH(OH)CH 3 , -CH(OCOCH 3 )CH(OCOCH 3 )CH 3 , -CH 3 , -CH 2 OH or phenyl when R 1 and R 2 represent each hydrogen, or R 3 
represents -COCH(OH)CH 3 when R 1 and R 2 form together a single bond. 
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5 [^4>> R l *5ck^R 2 «, ^n^nTK^H^^^t-^, jfctt-it&oT^ 

^£^U R^icr/R 2 ^*^^*^^^^, R 3 H-CH (OH) CH 
(OH) CH 3 > -CH (OCOCHa) CH (OCOCHa) CH 3 , -CH 3 , - 

fdte, R 3 «-COCH (OH) CHs^tt] 
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>StH'l4^l§^^Cli;^IO^TMlliL^ (S h i n o z a k i , K et al, 
Circulation 1995, 92: 1749-1757) „ £7c> S£f£ 

'l4©i¥iaE^:0J^^^b7c (Shinozaki, K et al, Diabet 
es Care 1996, 1 9: 1 - 7 ; Sh i noz ak i, K et a 
1, Stroke 1996, 2 7:3 7 -4 3). $bl:, in vivoT 

(D-r>^u >m.ffi&£®Mmmm<t(DfttE>bmt>fr\z.Lf£ (shinozaki, 

io K et al, Arterioscler. Thromb. Vase. Bio 
1., 1997, 17:3302-331 0) „ 

t^^nt^fc^ 1 9 8 0 mzWsbTftfc mm^mm^- (e nd o t h e 1 
ium-derived relaxing factor : EDRF) 
15 fim&^nrco ^r(D'&, l 9 8 7^i;EDRFOW-Mgi (NO) Tfe 

& z. tfimwznfzo No^xt^^y^ji'T^r), mmm^mmzm v m-f, 
£KjfoVTftm&mw-r&(D&tet>-f, x-a°-^>-f (o 2 -) ^^o^i-r-s 

-ki£Lfcci;-5 t:»<s:^ffl$t1"5NO[l L - T )V^f~y^mit^n, N G — 
t Hu^^;i/-L-y;i/^rn>^bL-^b;i/U xc&^^uci^^n, ^-©R 
25 SliNOMII (NOsynthase :NOS) t ^ "5 @#i!tK:=i; o TW$ 
tl^-o NOSH jMfrt&, ML ifii/MS, n>®5, ¥»JHifc£fil2;<:& 

NOSfc£^£tt«B**<!=LT\ ^Jl^v^iJ > (CaM) , 79tf>, NAD 
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(6 R) -L-XUXD- 5, 6, 7, 8-fh7kFnk*tyr I J> (£(T> 
r B H 4 J £H<3) ZZt&mWlsfc. t£*>\Z, BH4^ 

SB^s-r >xu >&ft#b&fl>Htt©EK>;*'j ifMff[*i&T<E>No 

K3fi«IS&m*^i;s £ £ \z «fc 0 , l&m«^<EiiRtX]fi«iRiiett©/Lii*^fc 
TCDTte, t#A^tl§ (Shinozaki, K. , Kashiwagi, A. 
et a 1 . :Superoxide anion impaires endth 
15 el ium — dependent vascular relaxation in 
insulin resistant rat aortas. Jap. J. Ph 
armacology 75 (1997) suppl. 1, lip). 

20 5jfo««flBfitt£Bfc#U -tn^M^bfea>«r©3gJilS^B&*fcttm*-rSfe«) 

mfflizLTMvfztix^ztf* ^rmmummztem^T^tz^ (Law, r. 

E. et a 1 . , Troglitazone inhibits vascul 
ar smooth muscle cell growth and intima 
25 1 hyperplasia, J. Clin. Invest. 98:1897, 
1 9 9 6) o 
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mhMfttsn%mmt£(DZ>t-Z>'V&Z>Ztfimm-£nT^Z> (Gibbons, 
G. H. , Dzau, V. J., Science. Vol.272, 689-693, 

1996^) o 0i%.\z* s^itiiiMi (ptc a) ^mmm/^ n^m 
(c abg) mzmMT&ztfimznT^zMfcmm&^TzRmyomz&z 

^Wh^t:»5%©i:bTi^n (Tardi f, J. C. et 
al. :N. Eng. J.Med. 1997, 337:365-372), £ 

fcfcfesg^eu^fps^ST* o , mmmmmmm\ziDTz'Dxn &nz> z. t 

15 nt^S^, S'if^ffl^*^^ffl©^±'14> Sfc, QOL (qua 1 i ty of 
life) CD&#£V>o£:,&T, ^fc^:T^^^^febfc^JH#ftb^Vi 

-^mn(D^wM<D^9M^x^>^ (i) (Dit^mt^mt-^mT!^ 

OfflMeni^^. Mz.^ Wm$E5 9 - 2 5 3 2 3 -^$8, jwj 5 9 - 7 6 
0 8 6 m&m, 1*161-277618 ^^m, 11163-267781 

4 



WO 99/43325 



PCT/JP99/00917 



^£*U R 1 *«kUfR a *t7K*lS J f &^-r*^fctt, R 3 tt-CH (OH) CH 
(OH) CH 3 > -CH (OCOCHs) CH (OCOCHs) CH 3> -CHs, - 

15 Ktt, R 3 tt-COCH (OH) CHa^gf] 
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*^B^«> ^ ( I ) 
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trimmer & sk^mmmns ommtu, -ox u >&&m*mm t/^x 

^sg*ige>i±s^B^s:^tr. ^j^««ifii/±> K/igjfa^, mmm.it, mmmmk 
>t>m. mft&tofom. mikmmm^mm, mm^±. mstmmm. mmmmm 
5 m^mmmmmmmm (ptca) tttemmm/u ^xm ccabg) h 

m? ens, 

BH4H utie©^ii$irt5itics#snfett, ^TONOSOI 

(6R) -L-I'jXD-5, 6, 7, 8-rh7fcHnlft^TU> (BH 

4) 




(6R, S) - 5, 6, 7, 8 -fh7k Hntf^-y^U > 



1 ', 2' - y7t^- 5, 6, 7, 8-fh7b Hatft^f'J> 
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tk77T'J > 




6-*3^U-5, 6, 7, 8-fh7tF07r'J> 




6-tFn + y/^-5, 6, 7, 8-fh7kHD7'f , J> 




6 -y^-)U- 5, 6, 7, 8-fh7tFn7T'J> 




5 ^±<7Mb-&^T\ £?£LWfc-&%te5 , 6, 7, 8-fh7kKDh't7r'J 

mxu, wmm 59-25323 ^<&m. iwi59-76086 m&m, iwj 6 
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1 - 2 7 7 6 1 8-^£tfg, IWJ63-26778 1 ^*#RB. cm^M^ft^ 

v>m* mm. ^^mmomm. rzs, mm, ^m, 7K>t, 77jn, * 

»f^ffi»£^*Ev ^ifiiw^^^^, mmm^f±, m^mm. mmmmmm. m 
tei&'&T&mmm&ffi (ptca) &fr\tmmm/^ /u« (cabo i£©^sj 

is Knss^aRu ts^, jH*S!i&£*ngtf ens, 

;Wn-x#^^D> Jg'&JWtbTtt^U tf~;HfnU SI&, at> tHn 

i^raJStfT^, »^B&±?fflttEJ8»»!ltc— JKtcffifflSnT^SfeO*^ 
M^jStR^n^ #J*J;£\ 7X3^b*7i, N-7izfJVy7T-f>, L-->Xf 
-f>, dl-a-h37xn-JK ^lh37iD-JH^lf^^o 

8 



WO 99/43325 



PCT/JP99/00917 



mmtvxm®ix%z> e 

5 ±) it^jco im^tM^n^AicDm^^tmz, mm&f£\zj&mz& 
o surras. %7iuvmz, m&j&ft (im&rc\ztnu±) m&iz&v 
im^rc\^nu±(Dm^^t^-\zm^^r^mm^nmm^m^^^ 

mmvmfc&fcmv, mmti^xmrnx^z, imm&^mmmz, &w^m& 
10 it®m*\z!gm!£ft (i@^fe«^n^±) ^mm^tvxmmvxmmx^ 

Tit §:t^Tt5, 

is shs-sk Jiteai, ij^j, mnmm^m&nzimmtM^n!^±<DM®mfr 

T&t>i3> ^ (i) xmznzit&m<D&j?-m\z%i-¥mm. mwz 
m iz \t mm <d % ij m \z £ % n § 0 

□ 0. l~50mg/kg (#M) / B <Z)f5ffltC& D , ftgH^J&£? 

j1©^*«0. 5~10mg/kg (#:») /0Tfe§. 

mmj&tttemmx\ ^<D£&m<Dj&ft£M^r\z®-$-?2>z\t%xg%-t)^ 
^m<Dmm^mBizT^r^m<Dm^^mmmm\zmurcmom^^m 
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(Mx.tt* FAD, FMNf) &&Zt%)Vi/V&&Qfc&mfrt>MlZtl&'J>-f3L< 

d> ^ (i) T*$n*{k^*©^3»ffiffi^jt^T, -mmntzmmm^mw 

MT?5£ (I) T^StiS-ffc^© l l:*flt, L-7 ;Mr^>, :7^t:>il£> 
Jztfcft^S'^A.fc D&5S¥j^£3&n5^&< <hfe 1 S£ 0. 1-10 ©tBH> 

iz&Qmfezafis -a-, ^m^-^sfmtLxo. i~50mg/ 

kg (#S) /B©*BfflK:«&D, £f£b<»0. 5~10mg/kg (#:*) / 

^ (i) x^n^it^m^m^^M^hv-ri^mnm 

#8WfcffiV>SftSEH&£$H*, (6R) -L-I'JXD-5, 6, 7, 8- 
^h^b h'nbf^-y-r-U > (BH4) *5«fc^<Z)i6[*««'b$f*LVi*t, (6R, 
S)-5, 6, 7, 8 -7- t Foh't^fU 1 ' , 2 ' - z?7tt)V- 5 , 
20 6, 7, 8 -^h^k Fnftyf'J >> -fetfyy^U >> 6-^^-5, 6, 
7, 8-fh7kHn^r , J>, 6-bFD + y^^-5, 6, 7, 8-^h 
7bHD7TU>^fctt6-7xrjk-5, 6, 7, 8-Th7tHD7T'J> 

HfflSnfc^. (6R, S) - 5, 6, 7, 8-^h^t: 

Fntf^-y^U >fe, #HHBg5 9 - 2 5 3 2 3 ^t^^ W£ A°— >V 

s. unews (i) citsft^it), 3&&*ttttJi&£jiv>)E£n&^. 
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mmm 

mmmi mmm, m&m 

^Uk-MfnUF> (nUF>3 0) IB (MSB) U 
^-^SfctttHD^i/^nif^t^n-T, (lh-2 2) ] l sa&fcin*.* I* 

mmm 2 (@ap 

&Mt>Vrc.<D%, $f>CXr7U >BT^*'>tfA 1 fi|J&Jn^.S^U4T«bfe. 
7'J >BT?^*>"?A£0. 2 %»bTS3mb/tfe©^ffl^fco 



BH 4 • 2^^^ 1. 5g 

7*ri;Hf>H& l. 5g 

L-yXf^f>-MI 0. 5g 

v>~h— ;p 6.5g 



±fBj£#£WMttSbKfcigj&>U 10 0ml tbilbfcfe©^, lmlXtt 
2 m 1 -f-D /H7J1/X«7> y ;b \ZhK) m%&m%®M L o 

BH4 • 2M1 2.0g^iiiTllHS7Kt»L 1 lOOmlttfc 

mmm 6 mmmm) 

BH4 • 
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5 BH4 ■ 2 5gB 

10 ;i/n-xi4§B> ^^m:L-7J^->t)t< te;*j;w>^A 5lR£i9— fciS-S- 

SUM s mnm) 

BH4 • 2ttMft& 5gB 

15 L-v-X^-T > • 5gB 
T>~ 5 2gB 

# U tf -;Utf D 'J F> (n U H > 3 0 ) 1 ffi 

t Kn+y^n tf;i/-fe;i/D-x(LH- 2 2) 

1 2gB 

20 L-T;P4 i ^i>^^«^;i/'>'>A i osp 

mmm 9 (sjs&aj) 

BH4 • 2£&!& 5gB 
773JKf>| 5U 
25 L-yXfO-Ml 2§B 

-;HfnUF> (nUK>3 0) l filkfecfctffc: H a^y^n fcf;Hz;i/n— 7, (L 
H-2 2) 9gB*^-t^bfefe(7)(C±fH^^^, If 

12 
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mmm 1 o 

lOSpr ague-Dawl eyryF ( 1 5 0 g > Charles Riv 
er^bAf) £rfflt^> Hwang£> (Hwang, I -H. et a 1. , H 
5 ypertension 10:512, 1987) \Z&1&-gnfcJjfe\Z$E^. 7 

V*"5) Srffr^Lfc (-Y >X U >^Uy h, Linshin Canada Inc. 

*fc«, ^->^u^-> #^) . x^-^T^Wb^sap rc 

TRffj £f£/&Lfc (F RS¥, n=16 ;CTRi:n=16) . fcffi 

10 ilTH FRiCd jE*7Mb#l6 7% (11%. (105^, 

^h-X9 8%> tUX>^J«ftS) * 1 3 %feck^>/^S2 0 % 

fc 0 FRptCTRiCD^8EfOt:BH4- 2Ml&10mg/kg (# 
S) /BlPS4tfc (#* r F R + B H 4 If J t rCTR + BH4|fj fWf 

is -5) o 8mm'&izmffi*mm&m&vzio &m\z~D$ft8i&mmisitw) i r (ec 

(-) ) , SmttLfeV^tf- (EC ( + ) ) £ffsj£U OTO^^iCX-A 0 -^ 
S/H7-t> (0 2 ") WNOS (eNOS) ^14&£t£|*l£fe#'f4 

20 *Sth*«fttPM©JRtHC^ViTtt, one-way ANOVAld«k 0frV>, 
p<0. 0 5 £W*zMP£Lfc. ^b!:#i^Bonferronl/Du 
nnfcckrjfrV^ p<0. 0 5 £W*tK*£ Lfc D 
M^g;Mm^jt^:j3^^X-A°-^-^v F7^t> (Q 2 -) £.f&m 
O z -£kj&m<DMmZ. fristf— (Ohara et al. , J. 
25 clin. Invest. 91:2546, 1993) ^ffl^Tfrofc. FRf, 
CTRH, FR + BH4»*±tfCTR + BH4»©4»OEC ( + ) tdO^T 
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1 O2 tkj&mk (10 0c pm/mgi 
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2 6 3. 
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3 5 . 


9 


F R + BH4 


4 


118. 


0 


2 4. 


5 



^lllSlfci^l:, BH4 £&^L&^ EC ( + ) TteFRl^CDOz- 

^»«CTRf^ii:bfeL2fg^±©W^ (p<0. 0 0 1) ftiiiM £^b7c^\ 
FRraBH4g4(U0OrMi^I (p<0. 0 0 1) \Zi&TVfc a 

ec (-) -cte4mmiz^mm&m&f£fr~3fz„ 

MNO Stgft 

e N O S Rees, D. et al. , Hypertensio 

n 28:367, 1996 CfoTfTofeo £-4||CDEC ( + ) toHT©M 



^2 eNOSffiS 


(pmo 1 /#/mg 37 >/\°^7 






&m 
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6 3. 4 
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5 7. 0 


8 . 
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1 8 . 


5 



^2 \Z^tc£o\Z, BH4^4U t i:^i^ F RflteC T Ri¥ £i« LT 
10 e NO S?§'I4^5 0 %J^T{CWm (p<0. 0 0 1) «TLfc7^\ BH4S^ 
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\Z£V^M (p<0. 0 0 1) '£Bfc#Lfc. 

ft£ft#14lfc^Mi££)Z|iJ^«, ink-writing oscillog 
raph (B^ytmnm^tM) > BEh^>X5rn— it- (0*Mlfti) £ 
fflt^T, ^RSS^Iit^ (Toda, N. et a 1 . , Stroke 24:15 
8 4, 1 9 9 3) te«k0ffo&. *fifci, ^»M>t^ 1-3X10 " 7 MO 1 -7 

^>%m±^mmx7^vrco §4goEC (+) -e©T-fe^;mu> (io- 5 m) 

*itfM->Wt;7t7 (A2 3 1 8 7, y^Ttl) (3X10" 7 M) 
£ 5 F*3fttt#£jfll'Bf 3fettlt S^n^n* 3 & «k 4 (3tk L ft o 

^3 7-fe^zi U >(lJ:?,rtSfe#MfMi 



CTR 5 89.0 3.9 

CTR + BH4 5 9 2.9 2.9 

FR 8 65.9 6.9 

FR + BH4 8 8 2.6 2.9 

m4 ft Jlz/V A -f * / 7 * 7 K «k 3 1*3 ^fe#'l4l&^^Mf g 

(%M*3tygt£) 

1 ¥^{g g^fii 

CTR 8 85.6 7.1 

CTR + BH4 8 8 6.4 8.0 

FR 8 66.9 7.9 

FR + BH4 8 81.8 2.7 
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W^MSJ^^W^ (p<0. 0 0 1) \Zl&TLtctf. BH4g#Cj:^l (p 
<0. 0 0 1) fcMbfco 

£*±, FRflTrkL BH4©&-^;iJ;D0 2-£fiS«<Z){£T, eNOS^'14©/L 
•5 £IB £ iz^ffite ck / * te3fc#T5 tesfc^J £J!#rr 3 T $> £ <, £fe > 
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1. 5t (I) : 




£-&aU R 1 43j;tXR 2 ^7KmM^^S-r*'&^«, R 3 tt-CH (OH) CH 
5 (OH) CH 3 , -CH (OCOCH 3 ) CH (OCOCHs) CH 3 , -CHi, - 
CH20HX«7iZJH^ib, R 1 &£Z$R 2 &— ilOioTM^^Sti^ 
Kite, R 3 tt-COCH (OH) CHs^St] 

4. S£ (I) OR 3 ^L-XUXD-CH (OH) CH (OH) CH 3 T&£> 
15 1^:^13 ©V^Ttl^ 1 ^CIH^OD^B&Sfctt^aiJ. 

20 7. ili&tiWSIbffi^^ (PTCA) *fc(»I/H/UI (CAB 

17 



WO 99/43325 



PCT/JP99/00917 



10. a£ ( I ) : 



5 tt$>, R'^i^Rni -en^n7xmm^^sr^> sfctt-iic&otis 

^r£3lU R 1 43 c kr/R 2 ^7K^iM^^^-ril'&(C«, R 3 tt-CH (OH) CH 
(OH) CH 3l -CH (OCOCHs) CH (OCOCHs) CHs, -CHs, - 

iZte, R 3 tt-COCH (OH) CH 3 ^ST] 

10 x'mzn%4k^mxiz^on¥m\znm-£nz>&(D, ^ >xv >mtn.mm-$-T 

11. S (I) : 



-a-£«u R i &£zsR 2 &7mmTZi&-rm'£\zte, r 3 «-ch (oh) ch 

15 (OH) CH 3 > -CH (OCOCH3) CH (OCOCHa) CH 3> -CH 3 , - 
CH 2 OHX«^oi-;i/»^^b, R l &£ZSR 2 tf-m\Zf£-3TW&&%:igkTm& 
\Z\Z, R 3 tt-COCH (OH) CH 3 W] 





INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/00917 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K31/505 // C07D475/04 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 A61K31/505 // C07D475/04 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS, REGISTRY (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



A 
A 



JP, 63267781, A (Suntory Ltd.), 

4 November, 1988 (04. 11. 88) (Family: none) 

JP, 61277618, A (Suntory Ltd.), 

8 December, 1986 (08. 12. 86) 
& EP, 209689, A 

JP, 59076086, A (The Wellcome Foundation Ltd.), 
28 April, 1984 (28. 04. 84) 
& EP, 108890, A 

JP, 59025323, A ( Hans-Christoph Curtius ) , 

9 February, 1984 (09. 02. 84) 
& US, 4758571 

Jap. J. Pharmacology, 75 (1997) suppl. 1, lip 
Science, Vol. 272, p. 689-693 



1-10 
1-10 

1-10 

1-10 

1-10 
1-10 



j ] Further documents are listed in the continuation of Box C. | | See patent family annex. 



* Special categories of cited documents: "T" 
"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing date "X" 
"L" document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) "Y" 
"O" document referring to an oral disclosure, use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 

the priority date claimed "&" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
25 May, 1999 (25. 05. 99) 


Date of mailing of the international search report 

15 June, 1999 (15. 06. 99) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/00917 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 11 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 11 pertains to methods for treatment of the human body by therapy 
and thus relates to a subject matter which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of 
the PCT and Rule 39.1(iv) of the Regulations under the PCT, to search. 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. ^2 Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . [ ^ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. ^] As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 



rn^tamm^- pct/jp9 9/oo9 17 



Int. CI* A61K3 1/5 0 5 // C07D4 7 5/0 4 



mM^n-otzm^mmn mmm^m (ipo ) 

Int. C 1 ° A61K31/505 // C07D4 7 5/0 4 



CAPLUS, REGISTRY (STN) 







us**-* 


A 


J P, 
JJ. 1 


63267781, A (f-^ h U — ^^#|±) ,4.11 
988 (04. 1 1. 88) (7tO-4L) 


1 


-10 


A 


J P, 

1 


61277618, A (f-^M) — **5£#*±) ,8.12 
986 (08. 12. 86) & EP, 209689, A 


1 


-10 


A 


JP, 59076086, A (if - • isf—i/ a 
y- D^fyK) , 28. 4 J! . 1984 (28. 04. 84) 
& E P, 108890, A 


1 


-10 


A 


J P, 


59025323, A (^yx-^ !)X h7 • ^;kf^f7 
9. 2M. 1 9 8 4 (0 9. 0 2. 8 4) & US, 47 


1 


-10 



0 c«K0«*fct>5:ilR!»sW*S^rv^« o □ ^fyh7r5 y-^BBi-*9J««:#flHo 



rxj 



jtlBt (3SS*r#i-) 



r&j 



mm b xnmft 0 « s *bfcs:jtt-c*>o -c 



2 5. 0 5. 9 9 



5.06. 99 



B#B#fNf ( I S A/ J P) 
100-8915 



a *t m m 

03-358 1-11 oT 



4 P 



7 6 2 4 



3 4 9 1 



KPCT/ISA/2 10 ($&2'<—i?) (1 9 9 8^7^) 





mmmmge% pct/j p 9 9/0 0 9 1 7 


c m%) . Mm-rz tmftbtizjcWi 


#-^=r y — * 




mm-rz> 


A 
A 


5 8 5 7 1 

Jap. J. Pharmacology, 75 (1997) sup 
pi. 1, lip 

Science, Vol. 272, p. 689-693 


1-10 
1-10 



iAPCT/lSA/210 (m2-<-iScom%) (1 9 9 8¥7^) 



mmmm^ pct/jp99/oo917 



fei8*f3« (PCT 1 7* (2) (a)) <DM^^*>> CWa^UIScffi^J*J5:WSS^«t 9 nf^^>®|ffl(7)— gBJ^OV^Tf^ 

l. [x] gf i&nmm l l fit, £0BIM&ttHa*M±fe-*-3£. tlrl?L4v^tC«5t«^5 0 

f*3fc<£>*5H 1 1 f&5l(uJ;5Aft:©®f^fetK^ U P CT 1 7* (2) (a) (i)X 



3. □ WjfcCDffiSia (4, ^M»*»«Sffl-Cfeo-CPCTMMlJ6. 4(a) <£>% 2!£.SW3g 3 3t»^l: 



fe o 7t ft6Df# *C0^lfflCD^-(-OV ^ffr£ Lfc 0 



□ >iJP»l3S#«!|s|-Oittf+ 4 *{' ffl»A*> e>S!8*a:T^ fc o fc e 

— i — — ■ 

s^pct/ isA/210 (mi^-^<omm (o ) (1998^7^1 



